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outcomes of patients with paradoxical worsening in tuberculous
lymphadenitis.
Methods & Materials: Between 2008-2012, 124 patients were
seen in ID Clinic with a diagnosis of probable Tuberculous Lym-
phadenitis. HIV positive and proven MDR tuberculosis patients
were excluded. 36 patients with PR were identiﬁed based on
appearance of new nodes or enlargement of pre-existing nodes
with ﬂuctuation or discharge while on treatment. Univariate anal-
ysis was done to identify factors associated with PR.
Results: 52 were men with 13 in PR group and 72 were women
with 23 in PR group. Mean baseline ESR was 48.4±7.03 which
declined to 32.57±5.62 in PR group whereas in control group ESR
declined from 54.6±4.51 to 38.08±5.88. Mean baseline CRP was
24.84±5.65 which declined to 14.23±5.29 in PR group whereas in
control group CRP declined from 30.56±5.78 to 9.70±4.55. Mean
baseline absolute lymphocyte count was 1588.59±121.65 in PR
group and 1630.34±94.81 in control group. PR occurred as early
as 2 months to 1 year after ATT. Radiological imaging done at the
time of PR in 17 patients showed well deﬁned nodes with hypo-
echoic centre. Cultureswere negative in 28 and 16 had positive AFB
smears(scanty). 18 patients needed surgical exicision anddrainage,
5 and 3 patients were initiated on steroids and pentoxiphylline
respectively.
Conclusion: In conclusion, PR must be considered when
patients with tuberculosis on appropriate ATT presents with wors-
ening symptoms. Low baseline absolute lymphocyte counts with a
surge during PR along with rise in ESR and CRP are described in lit-
erature which however could not be elucidated in our analysis. We
found thatmost of these patients during PR have scanty or negative
smears with negative cultures along with sonographic evidence of
hypo echoic nodes.
http://dx.doi.org/10.1016/j.ijid.2016.02.868
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Background: Tuberculosis (TB) remains one of the world’s
deadliest communicablediseases. In2014,9.6millionpeopledevel-
opedTBand1.5milliondied fromthedisease. EmergenceofMDRor
XDR strains of Mycobacterium tuberculosis (Mtb), coupled with the
lack of effective vaccines and sensitive diagnostic kits has severely
compromised the control of global TB epidemic. Although, (∼90%)
infected subjects are able to contain infection in a sub-clinical
dormant stage known as latent TB infection (LTBI) which consti-
tutes 1/3rd of the world’s population, ∼10% of immunocompetent
infected individuals progress towards active disease during their
life-time. However, factors that promote this transformation aren’t
clearly understood. Additionally, IGRA+ status cannot differentiate
between TB and LTBI. The aim of our study was to identify new
biomarkers that will help distinguish between different TB stages.
Methods & Materials: We evaluated the immunogenicity of
22 Mtb antigens, which included PPD, ESAT6/CFP10, Ag85A/B and
TB10.4 (immunodominant antigens) together with novel latency
(DosR regulon) antigens, resuscitation-promoting factors (rpf),
reactivation-associated, starvation-induced and secreted antigens.
We enrolled 10 subjects from each of LTBI, active pulmonary (PTB)
and extrapulmonary tuberculosis (EPTB) and healthy IGRA- sub-
jects served as controls.Whole bloodwas stimulatedwith antigens
for 7 days followed by IFN ELISA on the supernatants.
Results: Latency antigens (Rv1733, Rv1737 and Rv2029) can be
used to discriminate between LTBI and PTB patients due to 2-4 fold
difference in their IFN responses. EPTB patients showed signiﬁ-
cantly higher IFN responses compared to LTBI and PTB patients
to latency antigens (Rv2626 and Rv2628), RpfA (Rv0867) and RpfD
(Rv2389), IVE-TB antigens (Rv1806, Rv2034 and Rv3353) and reac-
tivation antigen (Rv1131). Rv0934, Rv0440 and TB10.4 elicited
highest IFN response in EPTB patients and a pronounced response
in LTBI compared to PTB patients;whilst responses to ESAT6/CFP10
and PPD were observed in all TB-infected groups. IGRA- healthy
controls showed a comparatively weaker response to most of the
antigens (<40pg/ml).
Conclusion: IFN ELISA is a cheap and useful tool for screen-
ing potential antigenicity in subjects with different TB-infection
states. Combined use of these novel Mtb antigens has the potential
to accurately classify latent versus active TB subjects andmay serve
as promising biomarkers in the future.
http://dx.doi.org/10.1016/j.ijid.2016.02.869
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Background: Tuberculosis is an infectious disease caused by
various strains of mycobacteria, the most common one being
Mycobacterium tuberculosis (Mtb). Almost one-third of the total
world population is infected by Mtb and it is the second leading
cause of death due to an infectious agent. Medications are known
for treating TB, but they take long time and development of resis-
tance to known antibiotics is another serious problem. In view of
all these challenges, there is a need to develop newdrug candidates
with novel mechanisms for treating tuberculosis. The pre-clinical
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candidate BM212 was reported to be active against Mtb with an
MIC of 1.5 mg/mL.BM212 belongs to the MmpL3 class of inhibitors
which stops the transport of mycolic acids.
Methods & Materials: The structural similarity between an
MmpL3 inhibitor BM212 and a cannabinoid receptor modulator
rimonabant prompted us to investigate the anti-tubercular activity
of rimonabant and its analogues. Accordingly several compounds
were synthesized and their activity was evaluated against Mtb.
Results: Further optimization, particularly through incorpo-
ration of silicon into the scaffold resulted in new compounds
with signiﬁcant improvement in anti-tubercular activity against
Mycobacterium tuberculosis (H37Rv).
Repurposing of rimonabant
Conclusion: A sila analogue turned out to be the most potent
antimycobacterial compound (MIC, 31 ng/mL) from this serieswith
an excellent selectivity index. Optimization of the series to improve
its ADME properties is currently in progress.
http://dx.doi.org/10.1016/j.ijid.2016.02.870
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Background: Mycobacterium tuberculosis infection of the eye is
common in India, but the orbital infection is extremely rare. Orbital
tuberculosis occurs as a result of hematogenous spread or direct
extension from the neighboring structures. In this study we have
reviewed the clinical and microbiology features of orbital tubercu-
losis.
Methods & Materials: Medical and Microbiology records of
patients with orbital tuberculosis positive for M.tuberculosis in cul-
ture between June 2010 and May 2015 reviewed. The study data
included demographic details of the patients, clinical presentation,
interventions and reports of other investigations performed. Inci-
sion biopsy/Pus aspirate/FNAC specimen obtained from patients
were subjected to direct microscopy by Ziehl Neelsen staining,
inoculated on to Lowenstein Jensen(LJ) medium and histopathol-
ogy.
Results:A total of 6patientswithorbital tuberculosiswere iden-
tiﬁedduring the studyperiod. Fourof sixpatientswere females. The
age ranges of the patients from 7 years to 29 years. Four patients
were less than 15 years, two patients were within 15 to 30 years.
All the patients were immunocompetent. Two patients presented
with lacrimal gland mass with proptosis, one patient with chronic
orbital cellulitis, one patient with orbital cellulitis and tuberculosis
osteomyelitis, one with upper lid mass with choroidal granuloma
and one patient with upper lid mass. Mantoux test was performed
in 4/6 patients and positive in all the four patients. Chest Xwas per-
formed in 5/6 patients and no abnormality was noted in all these
patients.ESRwaselevated in3/5patients.Histopathologydiagnosis
was available for 5 patients and 4/5 patients showed granuloma-
tous inﬂammation with caseous necrosis , one with tuberculosis
osteomyelitis. Direct smear was positive for acid fast bacilli and
culture grew Mycobacterium tuberculosis on LJ medium in all the
patients. All the patients were started on anti tuberculosis treat-
ment.
Conclusion: Orbital tuberculosis should be considered as a
differential diagnosis in immunocompetent patients with orbital
swelling and abscess in TB endemic countries. In majority of
patients orbital tuberculosis occurswithout systemic involvement.
http://dx.doi.org/10.1016/j.ijid.2016.02.871
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Background: Despite the availability of highly efﬁcacious treat-
ment for decades, tuberculosis (TB) remains a major global health
problem. The widespread transmission of resistant variants of
Mycobacterium tuberculosis, which does not respond to any of the
commercial drugs, threatens health security of both developed
and developing world. The urgent need of new antimycobacterial
agents and development pathways is becoming more and more
apparent.
Methods & Materials: More than 200 new diverse struc-
tures, including more than 50 new synthetic chiral compounds
derived from natural terpenoids (+)-camphor and (-)-fenchone
were synthesized. The compounds were evaluated for their in vitro
antimycobacterial activity by proportional method against ref-
erence strain Mycobacterium tuberculosis H37Rv and multidrug
resistant Mycobacterium tuberculosis strain 43.
Results: Thequantitative structure–activity relationship (QSAR)
revealed several structural requirements: two hydrogen bond
donors, two or three rings and no large branched substituents. We
describe the design of a set of nine novel camphane-based deriva-
tives following these requirements. Four of them showed activities
in the nanomolar range, signiﬁcantly higher than the activities in
the initial set. Many structures showed promising antimycobacte-
rial activity (MIC up to 0.27M) – 10 to 20 fold higher than activity
of ethambutol in combination with insigniﬁcant cytotoxicity (IC50
more than 354 M toward human embryonal kidney cell line).
